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Withdrawal of Finality 

Applicant's request for reconsideration of the finality of the rejection of the last 
Office action is persuasive and, therefore, the finality of that action is withdrawn. 

Detailed Action 

This office action is a response to applicant's communication submitted 
November 4, 2009 wherein the rejections of record in the previous office action are 
traversed. This application is a continuation of US application 09/686373, now 
abandoned, filed October 1 1 , 2000, which is a continuation of US application 
09/202241 , now abandoned, filed December 10, 1998, which is a national stage 
application of PCT/FR97/01048, filed June 1 1 , 1997, which claims priority to foreign 
application FR9607457, filed June 14, 1996. 

Claims 1-19 and 25-29 are pending in this application. 

Claims 1-19, and 25-29 as amended are examined on the merits herein. 

The requirement for restriction issued March 28, 2006, is withdrawn. Claims 25, 
26, and 29 are rejoined and examined on the merits herein. 

Applicant's arguments, submitted November 4, 2009, with respect to the rejection 
of instant claims 1-19, 27, and 28 under 35 USC 103(a) for being obvious over Petitou 
et al., have been fully considered and found to be persuasive to remove the rejection as 
one of ordinary skill in the art would not have considered the disclosure of Oosta et al. 
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as providing any rationale for increasing the length of non-heparin oligosaccharides 
such as those of the invention, and furthermore because of unexpected differences in 
the thrombin inhibitory properties between the claimed oligosaccharides and the 
depolymerized heparin fragments of Oosta et al. 

Specification 

The specification is objected to for lacking continuity data. The first paragraph of 
the specification makes no mention of the international application PCT/FR97/01048 or 
the foreign priority application FR9607457 from which the instant application claims 
priority. These applications must be referenced in the first paragraph of the 
specification or in an application data sheet. Appropriate correction is required. 

The following new grounds of rejection are introduced: 

Claim Rejections - 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 25, 26, and 29 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for a method of treating specific 
disorders such as stroke or restenosis, does not reasonably provide enablement for 
treating all coagulation disorders or inhibiting all possible growth factors. The 
specification does not enable any person skilled in the art to which it pertains, or with 
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which it is most nearly connected, to make and use the invention commensurate in 
scope with these claims. 

The Applicant's attention is drawn to In re Wands, 8 USPQ2d 1400 (CAFC1988) 
at 1404 where the court set forth eight factors to consider when assessing if a 
disclosure would have required undue experimentation. Citing Ex parte Forman, 230 
USPQ 546 (BdApIs 1986) at 547 the court recited eight factors: 
(1 ) The nature of the invention; (2) the state of the prior art; (3) the relative skill of those 
in the art; (4) the predictability or unpredictability of the art; (5) the breadth of the claims; 
(6) the amount of direction or guidance presented; (7) the presence or absence of 
working examples; and (8) the quantity of experimentation necessary. 

Nature of the invention : The claimed invention is a therapeutic method. In order 
to be enabled for the full scope of the claims, one skilled in the art must be able to treat 
any disorder falling within the limits of the claims using the claimed method. 

The state of the prior art : Coagulation and cell proliferation are widespread 
processes in the human body. A large number of different diseases can arise from 
these processes, involving different mechanisms and adverse effects. While certain 
conditions, such as stroke or restenosis, are known to be treatable with heparin and 
related compounds, the prior art does not disclose the full scope of all possible diseases 
related to coagulation or cell proliferation. 

Furthermore, regarding growth factors, there exist many different growth factors 
in the human body. Only a select number can be inhibited by heparinoids. Therefore 
most of the scope of embodiments of claim 26 are inoperative. 
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The relative skill of those in the art : The relative skill of those in the art is high. 

The predictability or unpredictability of the art : Because of the complexity of 
biological systems, one skilled in the art would not be able to predict the full scope of 
coagulation disorders that could be treated by administering heparinoids, or the scope 
of growth factors that can be inhibited by the methods of the invention. 

Furthermore, pathological coagulation can be caused by heparin induced 
thrombocytopenia, an autoimmune reaction triggered by heparin itself. In such a 
condition, the effect of administering a compound that mimics heparin would be 
unpredictable. 

The Breadth of the claims : The claimed invention is extremely broad, 
encompassing methods of treating any coagulation disorder whatsoever or inhibiting 
any growth factor whatsoever. Note that coagulation disorders include both disorders of 
excessive coagulation (e.g. thrombosis or stroke) as well as those of inadequate 
coagulation, (e.g. hemophilia) 

The amount of direction or guidance presented : While the specification recites a 
list of conditions that could be treated by the claimed compounds on p. 21 , this list is not 
exhaustive and does not cover every possible disorder that would fall within the scope 
of the claims. 

The presence or absence of working examples : No working examples are 
provided for the actual treatment of disease in vivo. 



Application/Control Number: 10/677,894 Page 6 

Art Unit: 1623 

Note that lack of working examples is a critical factor to be considered, especially 
in a case involving an unpredictable and undeveloped art such as the broad spectrum 
treatment of various diseases. See MPEP 2164. 

The quantity of experimentation necessary : In order to make and use the full 
scope of the invention, one skilled in the art must be able to treat every coagulation 
disorder and inhibit every possible growth factor using the disclosed heparinoid 
molecules. In view of the fact that neither Applicant's disclosure nor the prior art 
discloses methods for treating every possible disease falling within these categories, 
one skilled in the art would have to undertake an extensive and unpredictable program 
of research to fully characterize the coagulation system and identify and characterize 
every growth factor to the extent necessary to identify and treat all disorders resulting 
from these biological systems. 

Furthermore, certain coagulation disorders, such as heparin induced 
thrombocytopenia or hemophilia, are highly unlikely to be treatable by heparinoids. 
Therefore any successful treatment of these conditions would be a surprising an 
unpredictable result. 

Still further, the identification of every growth factor, along with the development 
of methods for inhibiting said growth factors, would constitute an undue burden of 
unpredictable experimentation. 

Genentech, 108 F.3d at 1366, sates that, "a patent is not a hunting license. It is 
not a reward for search, but compensation for its successful conclusion." And "patent 
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protection is granted in return for an enabling disclosure of an invention, not for vague 
intimations of general ideas that may or may not be workable." 

Therefore, in view of the Wands factors, as discussed above, particularly the 
breadth of the claims and the lack of guidance or working examples, Applicants fail to 
provide information sufficient to practice the claimed invention for the treatment of all 
coagulation disorders or the inhibition of all possible growth factors. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1, 16, 17, 25, and 26 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Petitou et al. (US patent 5382570, cited in PTO-892) 

Petitou et al. discloses glycosaminoglycanoid derivatives of 2 to 4 saccharide 
units having a repeating disaccharide unit consisting of a uronic acid and a hexose, 
wherein all of the hydroxyl groups are etherified with alkyl groups or esterified with 
sulfate groups, (column 1 line 56 - column 2 line 20) In a particular embodiment the 
oligosaccharides have a repeating structure where each saccharide unit contains a 
methyl or ethyl ether, (column 3 lines 1-26) One skilled in the art would have at once 
envisaged from this structure the embodiment wherein n=4 and R 2 or R 2 ' is alkyl, said 
embodiments falling within the limits of instant claim 1 . Petitou et al. further discloses a 
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method of treating venous thrombosis (a coagulation disorder) or inhibition of smooth 
muscle cell proliferation comprising administering these compounds in a dosage of 
0.001 -1 0 mg per kg of body weight, (column 4 line 67 - column 5 line 3) Furthermore 
Petitou et al. discloses pharmaceutical dosage forms comprising these compounds as 
pills, tablets, capsules, suspensions, solutions, sprays, and the like, (column 5 lines 4- 
12) In particular, suspensions and solutions will inherently possess a pharmaceutically 
acceptable excipient, namely the solvent or the liquid that the active agent is suspended 
in. Therefore Petitou et al. anticipates the claimed invention. 

Applicant cannot overcome this rejection by showing that Petitou et al. shares a 
common inventive entity with the instant claims. Specifically, the effective filing date of 
the instant claims is the filing date of the international application PCT/FR97/01048, 
June 1 1 , 1997, which is more than one year after the issue date of Petitou et al., 
January 17, 1995. Therefore Petitou et al. is prior art under 35 USC 102(b) and is a 
statutory bar to patentability. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 18 and 19 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Petitou et al. (US patent 5382570, cited in PTO-892) 

The disclosure of Petitou et al. is discussed above. Petitou et al. does not 
specifically exemplify a method wherein each unit dosage contains 0.1-100 or 0.5-50 
mg of the polysaccharide. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to optimize the amount of active agent in the pharmaceutical dosage forms of 
Petitou et al. to arrive at the optimal amount of active agent. As Petitou et al. discloses 
the amount of active agent per day as a result-effective variable, one skilled in the art 
would have reasonably been able to modify the dosage level to arrive at the optimal 
amount. 

Therefore the invention taken as a whole is prima facie obvious. 
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Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, All 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claim 1 is rejected on the ground of nonstatutory obviousness-type double 
patenting as being unpatentable over claim 1 of U.S. Patent No. 5668274. (Cited in 
PTO-892, herein referred to as '274) Although the conflicting claims are not identical, 
they are not patentably distinct from each other because claim 1 of '274 anticipates the 
claimed invention. Specifically, claim 1 of '274 claims a method of making a compound. 
This compound is an oligosaccharide that, when N=4, falls within the limits of instant 
claim 1 . One skilled in the art would have at once envisaged this embodiment from 
considering the generic rage of N=1 to 4. Therefore claim 1 of '274 anticipates the 
claimed invention. 
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Claims 1, 25, and 26 are is rejected on the ground of nonstatutory obviousness- 
type double patenting as being unpatentable over claims 1 and 2 of U.S. Patent No. 
5529985. (Cited in PTO-892, herein referred to as '985) Although the conflicting claims 
are not identical, they are not patentably distinct from each other because claims 1 and 
2 of '985 anticipate the claimed invention. Specifically, claim 1 of '274 claims a method 
of treating patients in need of antithrombotic activity, which is reasonably considered to 
involve coagulation, or inhibiting smooth muscle cell proliferation comprising 
administering a therapeutic compound. This compound is an oligosaccharide made up 
of uronic acid-hexose disaccharide subunits having 2, 4, 6, or 8 saccharides, wherein 
every hydroxyl group is etherified with an alkyl group or esterified with a sulfate. Claim 
2 claims an embodiment having one methyl or ethyl ether per saccharide. One skilled 
in the art would have at once envisaged this claim as including the embodiment wherein 
n=4, which falls within the scope of instant claim 1 . Therefore claims 1 and 2 of '985 
anticipates the claimed invention. 

Claims 1,16, and 17 are is rejected on the ground of nonstatutory obviousness- 
type double patenting as being unpatentable over claims 1-5 of U.S. Patent No. 
5382570. (Cited in PTO-892, herein referred to as '570) Although the conflicting claims 
are not identical, they are not patentably distinct from each other because claims 1-5 of 
'570 anticipate the claimed invention. Specifically, claim 1 of '570 claims an 
oligosaccharide made up of uronic acid-hexose disaccharide subunits having 2, 4, 6, or 
8 saccharides, wherein every hydroxyl group is etherified with an alkyl group or 
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esterified with a sulfate. Claims 2 and 3 claim embodiments having at least one methyl 
or ethyl ether per saccharide. One skilled in the art would have at once envisaged this 
claim as including the embodiment wherein n=4, which falls within the scope of instant 
claim 1 . Furthermore, claims 4 and 5 claim pharmaceutical dosage forms comprising 
these compounds mixed with a pharmaceutically acceptable excipient. Therefore 
claims 1-5 of '570 anticipate the claimed invention. 

Conclusion 

Claims 1 , 16-19, 25, 26, and 29 are rejected. Claims 14 and 15 are seen to be 
allowable. Clams 2-13, 27, and 28 are objected to for depending from a rejected base 
claim but would be allowable if rewritten in independent form incorporating all the 
limitations of the rejected base claim and any intervening claims. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ERIC S. OLSON whose telephone number is (571)272- 
9051 . The examiner can normally be reached on Monday-Friday, 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Shaojia Anna Jiang can be reached on (571)272-0627. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Eric S Olson/ 
Examiner, Art Unit 1623 
11/10/2009 

/ShaojiaAnna Jiang/ 

Supervisory Patent Examiner, Art Unit 1623 



